The present study has three main aims; a) to investigate the relationship between the tumor grade (TG), type (TT) and size (TS) on the renal carcinoma cancer (RCC) types, and demographic features of the patients such as gender and age, b) to find out the correlation between KI67 proliferation index and COX-2 and CD117 on the RCC, and c) to find out whether the immunohistochemical (IHC) reagents can determine the prognosis of some renal tumor diseases.
INTRODUCTION
he most frequent histological subtype among the renal cell carcinoma (RCC) has been found as clear cell type (Alpers & Fogo, 2008) . There have been numerous studies on the prognoses of clear cell RCC (CL-RCC), multi-lobular cystic RCC (M-RCC), sarcomatoid RCC(S-RCC), papillary RCC(P-RCC), and chromophobe RCC(CHR-RCC). However, very few of these studies investigated the effects of multi-factors on tumors. The present study will contribute to the literature with its specific focus on the relationships between tumor type (TT) and size (TS), nuclear grade of tumor (TG), and various IHC markers by exploring KI67, CD117, COX2 expressions, and their relations with other prognostic In this research, 50 cases with RCC in Dicle University Hospital (30 clear cell type, 8 multi-lobular type, 5 sarcomatoid type, 4 papillary type, 3 chromophobe type), and 1 with radical nephrectomy were investigated retrospectively.
The TG was carried out using Fuhrman grading system (FGS) and IHC examination was carried out on KI67, COX2, and CD117.
MATERIAL AND METHOD

Immunohistochemistry
To increase the reaction of primary antibodies (P-Ak), antigen (Ag) retrieval was made by heating the sections in 0.01 M citrate buffer (Ph6.0). They were gradually deep-frozen for four times (5 mins each) in the microwave (800watt). They were incubated with P-Ak(7,0ml); Mouse monoclonal KI67 (KI67Ab4: Cat#RB-1510-R7), COX2: (Cat#RB-9072-R7), CD117 (Cat#RB-9038-R7), Using Value P-Ak Enhancer as a coenzyme, the sections were kept at room temperature for 20 mins. Then, the sections were exposed to Value HRP Polymer without light for 30 mins, soaked in AEC (3-Amino-9-Ethylcarbazole) single solution for 10 mins and washed with distilled water (P-Ak, Ultra Vision LP value Detection System HRP Polymer & AEC Chromogen; Thermo Scientific, USA). Nuclear adversary staining was carried out by using Mayer's Hematoxylin for 2 mins. They were dried at room temperature and kept in Aqueous mounting (Lab Vision Ultra Mount). The cases were examined under a light microscope with control blocks.
ANALYSIS AND RESULTS
Immunohistochemical Evaluation
The cases were scored differently during the analysis. The unstained cases with CD117 and COX2 tumor areas had no points but those were stained with light focal, diffuse cytoplasmic or membranous stain had 1 point.
The staining of the cases with KI67 was carried out under the light microscope (with 40x10 magnifying) on 10 microscopic areas by counting 1000 tumor cells according to the following scores:
1. 1% and fewer cells 2. %1-10 cells 3. %11-50 cells 4. %51-100 cells
Statistical Analysis
Using SPSS 15.0 for Windows, descriptive analysis was used to describe the basic features of the data, inferential statistics (Mann-Whitney U test) to see the effects of gender on other variables, and a cross-tabulation and correlation analysis were to explore the relations between TT, TS, TG, and KI67, COX2, and CD117 expressions.
Clinicopathologic Findings
The patients' clinicopathologic characteristics are listed in Table 1 . There were 26 male and 24 female patients. The age of the patients ranged from 26 to 81, and the average age was 57 (57,92+13,47). The largest TS was 13 cm, and the smallest TS was 2 cm, and the average was 7 (7,12+2,670) cm. Out of 50 patients, 30 of them had CL-RCC, 8 patients M-RCC, 5 patients S-RCC, 4 patients P-RCC, and 3 patients CHR-RCC. Nuclear grading of the tumors was carried out by using the FGS. Seven of the patients (16%) were at TG-1, 29 (58%) at TG-2, 9 (18%) were at TG-3, and 5 (10%) at TG-4. The average grade was 2 (2,24 + 0,822 median 2). 4. Out of 5 patients with S-RCC, 3 had 1%, and 2 had 50-100% cells nuclear stained with KI67. 5. All 3 patients with CHR-RCC were below 1% nuclear stained with KI67.
Out of 30 patients with CL-RCC 17 had, 8 patients with M-RCC 6 had, 5 patients with S-RCC 2 had, 4 patients with P-RCC 1 had and 3 patients with CHR-RCC 1had CD117 staining.
On the other hand, out of the 30 patients with CL-RCC 18 had, 8 patients with M-RCC 3 had, 5 patients with S-RCC 1 had, and 4 patients with P-RCC 3 were examined with COX2 staining. However, 3 patients with CHR-RCC were not found to have COX2 staining.
Statistical Analysis
Inferential statistics were used to see the gender differences regarding TT, TS, and TG measurements. The results indicated that there were no differences between the female and male patients in relation to their TT, TS and TG measurements. However, gender was found to have effects on CD117. Males received high scores than females with CD117 measurements (see Table 1 ). A Cross Tabulation is a method used to analyze the relationship between multiple variables. In the present study, the relationships among TS, TT, TG, and CD117, KI67, COX expressions were examined using cross tabulation analysis and correlational analysis. The results of the Chi-square test indicated that there are relationships only between KI67 and tumor measurements such as TS and TT (see Table 2 ). 
DISCUSSION
Relationships between TT, TS, TG, Gender, and Age
The results of the present study did not indicate any relationship between gender and the tumor parameters but CD117. Therefore, gender and tumor measurements can be considered as independent prognostic parameters in tumors. This could be due to sex hormones of patients.
The results of the Spearman test indicated that age had an effect on CD117 and COX2. CD117 measurements were found to be high with the patients between 45 and 65 years old, and COX2 were high with those between 50 and 70 years old.
Numerous studies have investigated the relationships between various parameters in tumors, in particular, renal tumors. Murphy et al. (2005) considered TS over 4 cm as a malign prognostic factor in the study. In the present study, a relationship was found between TS and KI67. Tumor size seemed to have strong effects on KI67 expressions.
TG has been examined in the prognosis in renal tumors. Lang et al. (2005) , identified the tumor TG-1-2 as low stage and the TG-3-4 as high stage. Rioux-Leclercq et al. (2007) and Al-Aynati et al. (2003) stated that TG was an influential factor in prognosis.
Various renal carcinomas were graded using FGS in the present study. The results of the present study revealed that there was a relationship between TG and TT, and CD117. The relationship seemed to be significant only in the second grade of renal tumors.
In the present study, however, KI67 was found to have a relationship with TS. This finding could emerge due to different types of tumors observed in the research. The KI67 values were found high in big size tumors, and this could be a sign of an increase in the cell proliferation and poor prognosis in the RCC.
CD117 has a role in cell signal transmission (Besmer, Murphy & George, 1986) . Ahmed & Youssif (2009) , obtained different results regarding different subtypes of the renal tumors. The CD117 expression might be determining CHR-RCC and oncocytomas. Huo et al. (2005) , Liu et al. (2007) , Pan et al. (2004) and Lin et al. (2004) found that CD117 expression of P-RCC and CHR-RCC was more meaningful than the CD117 expression of CL-RCC.
In the present study, CD117 was found to have a strong relationship with TS and TG. The results did not reveal any relationship between CD117 and other variables. This could show that CD117 can be effective on the prognosis of some renal tumor diseases.
COX enzyme exists in two isoforms COX1 and COX2 (16). COX1 is expressed in hemostasis providing cell. COX2 is pro-inflammatory and inducted by mitogens, tumor parameters, cytokinesis, and growth factors. Non-steroidal antiinflammatory medicines (NSAID) were found to inhibit carcinogenesis in human . This anti-neoplastic effect occurs when NSAIDs suppress prostaglandins biosynthesis that is mediated by COX.
COX2 inhibitors increased vascularity of tumor, decreased metastases and increased apoptosis (Grosch, 2006) . In their studies, Dirim et al. (2007) found that COX2 played an important role in RCC and angiogenesis. Tabriz et al. (2016) found that the COX2 expression correlated with the histological subtype of the RCC In the present study, a meaningful relation was found between COX2 and KI67. The results suggested that KI67-COX2 can be used to detect renal tumors in RCC, and KI67 and COX2 expressions may have prognostic significance in CL-RCC and P-RCC.
SUGGESTIONS AND IMPLICATIONS
Taking the cardiovascular side effects into account, COX2 inhibitors can be used in the treatment of CL-RCC and P-RCC (Grosch, 2006) . In addition, tyrosine kinase inhibitors can be tried in the treatment of CL-RCC and M-RCC (Baker, 2006) .
However, the results also suggested that COX2 expression may not exist in some of the tumors due to the differences in tumor structures. Further research is called to detect COX2 levels in the parenchyma.
